The urinary excretions of follicle stimulating hormone (FSH) 
5. A loss of midcycle peaks of LH was also found in the untreated cycles following treatment. 6. A close association of FSH midcycle peak and basal body temperature (BBT) shift was observed. 7. The possibility of random spontaneous ovulation during treatment was inferred from the pregnanediol data.
8. The interaction of FSH and LH is discussed in relation to superovulation.
9. The single determination of gonadotrophin has been shown to be of little value clinically.
in the last few years there have been conflicting reports on the effect of »the contraceptive pill« on fertility. Rice-Wray el al. (1963, 1965) have shown an increase in fertility after administration of the pill was discontinued. Rice-Wray et al. (1965) found a pregnancy rate of 54 */o in the first month after cessation of treatment as compared with 34°/o after cessation of other methods of contraception. report that 62 "Vo of patients become pregnant in the first month after discon¬ tinuation of the pill as compared with 34 "/o after cessation of various me¬ chanical means of contraception. Watts et al. (1964) report an increase in the rate of twinning from the usually accepted rate of 1:90 for Caucasians to a rate of 1:22 after cessation of treatment. On the other hand Whitelaw et al. (1966) reported 24 cases of infertility following the use of this type of treat¬ ment and further estimates a much higher incidence of infertility in the general population after the pill has been discontinued.
Although combination therapy with gestagen and oestrogen for fertility control has been in use for a number of years, the exact mechanism of their actions is still a matter of debate. Several studies (Loraine et al. 1965; Brown et al. 1958; Taymor 1964) During the same time period the sialic acid concentration of the cervical mucus, sperm penetration rate and basal body temperature were followed in the same subjects. These results will be reported in a separate paper (Carlborg et al. 1967 , to be published).
The results reported here show some effects not yet reported after dis¬ continuation of gestagen-oestrogen combination therapy. These findings will unfortunately raise more questions than they will answer, but they seem of interest in gaining some insight into the mechanisms of gonadotrophin action.
MATERIAL AND METHODS
The urinary excretions of FSH, LH and pregnanediol were studied for five conse¬ cutive months in six young, healthy females between 20 and 22 years of age except for I. L. who was 38 and had an infertility problem. L. J. had been on combination therapy 13 months before this study.
The general plan of the experiment was as follows: (1962) . Méthylène chloride was used instead of chloroform for the extraction (Carstensen 1962) .
A total of 80 ml was removed from each 48 hour specimen for the LH and preg¬ nanediol determinations. These were stored at -20°C until analysis.
RESULTS
The results of this investigation are shown in detail in Figs. 
Luteinizing Hormone (LH)
The changes in LH excretion were more uniform than those in FSH ex¬ cretion In the first control cycles four subjects showed a midcycle peak of LH. The two subjects (LJ, IL) who did not show this rise will be discussed later. During gestagen-oestrogen administration one of the subjects (MS) had a LH peak. This was not seen in any of her subsequent cycles. In the following un¬ treated (second) cycle, only one subject (PC) showed a midcycle peak, and even in this subject the rise was much less than that in her control cycle.
During gestagen therapy alone none of the subjects had a midcycle peak of LH. During the last untreated cycle only (PC) and (SS) had a midcycle rise of LH. Two subjects had a rise at the end of this cycle (PC, LJ) two days before the onset of menstruation. This loss of LH midcycle peak in the untreated post-medication cycles is probably the most interesting finding in this study, its significance will be considered in more detail later. Again, because this loss of midcycle peak is demonstrated with both combination therapy and norethisterone acetate alone, this effect is attributed to the presence of the gestagen.
Pregnanediol Table 2 shows the day on which the pregnanediol peak was assumed to occur as determined from the data presented in Figs. 1-6 . The close correlation between the rise in basal body temperature (BBT) and pregnanediol reported It may be postulated that the primary rise in FSH causes follicle formation. The secondary FSH rise followed by LFI then results in follicle rupture and an increase in pregnanediol excretion some days later.
A complex interaction between hypothalamus, pituitary gland and ovaries is necessary to achieve ovulation. Anything that can change this interaction or »desynchronize« it will alter fertility. The reversibility of the physiological interplay is one of the most important considerations to be taken into account when choosing any of these types of drugs. It has not been shown by this study how long it will take any one subject to return to a »normale< pattern of secretion of pituitary and ovarian hormones. The findings in subject (MS), treated with long-term (40 days) therapy, suggest that perhaps long-term, therapy is no better or worse than a short-term 28-day cycle as far as pituitary activity is concerned.
The subject (IL) who had a decreased FSH and LH in her control cycle was the oldest subject in this group and also had an infertility problem. (Gemzell 1964; Crooke et al. 1963 Some insight into the action of the lower dose will be gained from the sialic acid studies of the cervical mucus reported on these same patients (studied at the same time as these data were collected) and on other patients to be re¬ ported at a later date.
An interesting sidelight of this study is that the normal data and those on subject (IL) tend to support the concept that a single determination of FSH on any individual patient is of little or no value in the period between puberty and menopause. This concept will be discussed in more detail in a subsequent paper (McCormick 8e Persson, to be published).
